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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds . I [R1R2 = 0(CH2)nO, n = 1-4; R1R2 = 0(CH2)m, m = 2-5; : 
= H, halide, Cl-C6-alkyl, Cl-C6-alkoxy ; R4 = H, halide, Cl-C6-alkyl, 
Cl-C6-alkoxy, cyanoalkyl, NH2, mono or di (Cl-C6-alkyl) amino; R5 = H, 
Cl-C6-alkyl, 0R5 = 3- or 4-position; L = Cl-C12-alkanediyl-R6 , 
Cl-C12-alkanediyl-X-R7; R6, R7 = heterocycle or heterocycle substituted 
with halide, OH, Cl-C6-alkyl ; heterocycle = morpholine, tetrazole, 
pyrazole, isoxazole, isothiazole, oxazolyl, thiazole, pyran, 
2 , 4-dioxoimidazolidine] were prepared and tested as 5-HT4 antagonists, 
example, reacting ( chloropropyl ) trityltetrazole II with 

trans-hydroxypiperidine derivative III gave alkylated piperidine IV (R = 
which was deprotected to give IV (R = H) . 
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AB The invention relates to a preparation of 5HT4-antagonistic 

N- (piperidin-4-ylmethyl ) -benzamide derivs. of formula I [wherein: Rl is a 

bivalent (un) substituted radical of formula 0(CH2)l-40 or 0(CH2)2-5; R2 is 

H or halogen; R3 is alkyl, alkoxy, or halogen; R4 is H or alkyl, and 0R4 

is situated at the 3- or 4-position of the piperidine ring; L is H, 

alkyl- (H/OH/CN/cycloalkyl) , alkyl- (0/S/S02) - (cyclo) alkyl, or 

alkyl-C (0) -alkyl, etc.]. For instance, N- (piperidin-4-ylmethyl ) -benzamide 

derivative II (R5 = H; pIC50 = 6.97) was prepared via decarboxylation of II (R5 

= t-Bu02C) . 
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AB Title compds. represented by the formula I [wherein R1R2 = OCH20, 

0(CH2)nOm, 0(CH2)5; n = 2-4; m = 0 or 1 ; R3 = H, halo or alkyl; R4 = 
(cyano) alkyl, alkoxy ( alkyl ) , cyano, (alkyl) amino; R5 = H or alkyl; L = H, 
alkyl ( cyano ) , alkoxyalkyl, alkylcarbamoyl, etc.; stereochem. isomers 
thereof, an N-oxides thereof, and pharmaceutically acceptable acid or base 
addition salts thereof] were prepared as 5HT4-antagonists . For example, II was 
given in a multi-step synthesis starting from Me 

5-nitro-2 , 3-dihydroxybenzoate . I were tested for 5HT4 antagonistic 
activity with pIC50 values of around 6-9, and showed metabolic stability 
as well. Thus, I and their pharmaceutical compns. are useful as a 
medicine of 5HT4-antagonists . 
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AB Novel compds. of formula I [X = 0(CH2)nO, 0(CH2)n; n = 1-5; R3 = H, halo, 
alkyl, alkoxy; R4 = H, halo, alkyl, alkoxy, cyanoalkyl, CN, (substituted) 
amino; R5 = H, alkyl; L = (substituted) aminosulf onylalkyl , 
alkylsulf onylaminocarbonylalkyl, etc.] are prepared which have 



5HT4-antagonistic properties. The invention further relates to methods 
for preparing such compds . , pharmaceutical compns. comprising said compds . as 
well as the use as a medicine of said compds. Thus, II was prepared, and 
had 5HT4 antagonism activity with pIC50 of 7.92, and was 5% metabolized 
after 60 min in liver tissue. 
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AB Title compds. [I; R1R2 = (substituted) OCH20, OCH2CH2, OCH2CH20, etc.; R3 
= H, halo; R4, R5 = H, alkyl; L = cycloalkyl, oxocycloalkyl , alkenyl, 
etc.], were prepared Thus, trans-N- [ 1- ( 3-aminopropyl ) -3-hydroxy-4- 
piperidinyl ] methyl- 7-chloro-2 , 3-dihydro-l , 4-benzodioxin-5-carboxamide 
(preparation given) . Was stirred with 2-chloro-3-methylpyrazine and CaO at 
120° to give 16% trans-7-chloro-2, 3-dihydro-N- [ [3-hydroxy-l- [3- [ (3- 
methyl-2-pyrazinyl ) amino ] propyl ] -4-piperidinyl ] methyl ] -1, 4-benzodioxin-5- 
carboxamide . This antagonized 5HT4 in rat esophageal tunica muscularis 
mucosae with pA2 = 10.55. 
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